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OTHER SOURCE(S): MARPAT 141:400871 

AB The invention provides hops ( Humulus lupulus ) exts . or derivs . 

thereof, such as humulone, cohumulone, adhumulone, isohumulone, etc., 
for use in treating a patient prophylactically and/or therapeutically 
for ulcerogenic-type disorders of the stomach and/or intestines. The 
ulcerogenic disorders can be induced chemical, environmentally, by 
infection, and/or by stress. The invention also provides a 
pharmaceutical composition comprising an active amount of hops exts. or 
derivs. thereof, in combination with an analgesic compound and/or an 
anti -inflammatory compound The invention further provides for 
use of hops exts. or derivs. thereof, significantly reducing and/or 
therapeutically treating ulcerogenic-type disorders of the stomach 
and/or intestines. For example, the hop preparation Redihop containing 
rho-iso-ct-acids when combined with NSAIDs (ibuprofen and 
aspirin) not only attenuated the gastropathy of NSAIDs by decreasing 
an inhibition of PGE2 synthesis in AGS human gastric mucosal cells, 
but also increased therapeutic indexes of both ibuprofen and aspirin. 

IT 25269-20-9/ Isocohumulone 25422-83-7, Isoadhumulone 
25522-96-7, Isohumulone 790664-64-1, 

Dihydroisocohumulone 790664-65-2, Dihydroisoadhumulone 

RL: NPO (Natural product occurrence); THU (Therapeutic use); BIOL 

(Biological study); OCCU (Occurrence); USES (Uses) 

(compns. containing antiulcer hops preparation and NSAID for reducing 
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inflammation and gastrointestinal toxicity) 
RN 25269-20-9 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- ( 3-methyl-2-butenyl ) -4- (4-methyl- 
l-oxo-3-pentenyl)-2-(2-methyl-l-oxopropyl)- (9CI) (CA INDEX NAME) 




C~ CH2~ CH= CMe2 
OH 

CH2~CH= CMe2 
RN 25422-83-7 CAPLUS 

CN 2~Cyclopenten-l-one, 3, 4-dihydroxy-5- ( 3-methyl-2-butenyl) -2- (2-methyl- 
l-oxobutyl)-4-(4-methyl-l-oxo-3-pentenyl)- (9CI) (CA INDEX NAME) 



Me O OH 0 

Et~ L-LJv 0 " CH2 ~ CH= CMe2 

O CH2- CH= CMe2 

RN 25522-96-7 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- ( 3-methyl-2-butenyl ) -2- (3-methyl- 
l-oxobutyl)-4- (4-methyl-l-oxo-3-pentenyl)- (9CI) (CA INDEX NAME) 




C- CH2~ CH= CMe2 
OH 

CH2-CH=CMe2 
RN 790664-64-1 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- ( 3-methyl-2-butenyl ) -4- ( 4 -me thy 1- 
l-oxo-3-pentenyl) -2- (2-methyl-l-oxopropyl) -, dihydro deriv. (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 25269-20-9 
CMF C20 H28 05 
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C- CH2~ CH= CMe2 
OH • 

CH2~CH= CMe2 



RN 790664-65-2 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl ) -2- (2-methyl- 
1-oxobutyl) -4- (4-methyl-l-oxo-3-pentenyl) -, dihydro deriv. (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 25422-83-7 
CMF C21 H30 05 




C- CH2~ CH= CMe2 
OH 

CH2- CH= CMe2 
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OTHER SOURCE(S): MARPAT 141:179610 

AB A natural formulation of compds . that would to modulate 

inflammation is disclosed. The formulation would also inhibit 
expression of COX-2, inhibit synthesis of prostaglandins selectively 
in target cells , and inhibit inflammatory response 

selectively in target cells. The compns . containing at least one fraction 
isolated or derived from hops . Other embodiments relate to 
combinations of components, including at least one fraction isolated 
or derived from hops, tryptanthrin and conjugates thereof, rosemary, 
an extract or compound derived from rosemary, a triterpene species, or a 
diterpene lactone or derivs . or conjugates thereof. For example, an 
oral dietary supplement containing isocohumulone, dihydroadhumulone, 
tetrahydroisocohumulone, hexahydroisohumulone from rosemary was found 
to be able to normalization the joint function after two to ten doses. 
IT 25269-20-9, Isocohumulone 25422-83-7, Isoadhumulone 
25522-96-7, Isohumulone 

RL: FFD (Food or feed use); NPO (Natural product occurrence); THU 
(Therapeutic use) ; BIOL (Biological study) ; OCCU (Occurrence) ; USES 
(Uses) 

(pharmaceutical and nutraceutical compns. containing exts . of hop and 
rosemary and triterpenes and diterpene lactones for treatment and 
prevention of inflammatory- related disorders) 
RN 25269-20-9 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- ( 3-methyl-2-butenyl ) -4- (4-methyl- 
l-oxo-3-pentenyl)-2- (2-methyl-l-oxopropyl ) - (9CI) (CA INDEX NAME) 




0 CH2-CH=CMe2 



RN 25422-83-7 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- ( 3-methyl-2-butenyl ) -2- (2-methyl- 
l-oxobutyl)-4-(4-methyl-l-oxo-3-pentenyl)- (9CI) (CA INDEX NAME) 
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OH ,9 




C- CH2~ CH= CMe2 
OH 

CH2-CH= CMe2 



RN 25522-96-7 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl ) -2- ( 3 -me thy 1- 
l-oxobutyl)-4-(4-methyl-l-oxo-3-pentenyl)- (9CI) (CA INDEX NAME) 



0 OH O 
i-Bu- '^^^ C 0 "/ H2 " CH= CMe2 
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AB Disclosed is a novel anti -inflammatory pharmaceutical composition 

that exhibits potent and selective inhibition of the cyclooxygenase-2 
(COX-2) enzyme. The formulation consists of a hops extract that exhibits 
COX-2 selectivity as defined by dividing the IC50 COX-2/IC50COX-1 
concns. that are determined by testing with the William Harvey Whole Blood 
Assay (WHMA) , and fall in the range 0.011-0.2. Such compns . may also 
optionally contain high levels of a-acids and low levels of 
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p-acids, some flavonoid compds . , and virtually no essential oils. 
Such compns. are useful for treating conditions that manifest as 
inflammatory pain, or are impacted by the COX-2 enzyme. The 
compns. are particularly beneficial for treating osteoarthritis and 
rheumatoid arthritis, and can be used for chronic pain with reduced 
gastric side-effects. A hops extract contained a-acids 88, 
p-acids 3.2, and iso-ct acids 3%. The hops extract was more 
potent and selective than ibuprofen for inhibition of COX-2. 
IT 46 7-72-1 , Trans-Iso-humulone 1534-03-8, 

^^rts-ISO-h uiuUluiie 252C9-20-P; — Tr.nnr.nhiimnl nnp 

I 25422-83-7, Iso-adhumulone 25522-96-7, Iso-humu lon e^^ 
' 58501 -/7-2, Traria Ijo oohumulune b81 U7-761-b, 

Trans-Iso-adhumulone 68127-23-1, cis-Iso-cohumulone 

96614-01-6, cis-Iso-adhumulone 

RL: NPO (Natural product occurrence) ; THU (Therapeutic use) ; BIOL 
(Biological study); OCCU (Occurrence); USES (Uses) 
(hop exts. as anti -inflammatory cyclooxygenase-2- 
selective inhibitors) 
RN 467-72-1 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl) -2- (3-methyl- 
l-oxobutyl)-4-(4-methyl-l-oxo-3-pentenyl)-, (4S,5S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 1534-03-8 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- ( 3-methyl-2-butenyl ) -2- (3-methyl- 
l-oxobutyl)-4-(4-methyl-l-oxo-3-pentenyl)-, (4R,5S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 25269-20-9 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl) -4- (4-methyl- 
l-oxo-3-pentenyl)-2-(2-methyl-l-oxopropyl)- (9CI) (CA INDEX NAME) 
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C- CH2~ CH= CMe2 
OH 

CH2-CH=CMe2 



RN 25422-83-7 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl) -2- (2-methyl- 
l-oxobutyl)-4-(4-methyl-l-oxo-3-pentenyl)- (9CI) (CA INDEX NAME) 



OH O 




C- CH2— CH=CMe2 
OH 

CH2~CH= CMe2 



RN 25522-96-7 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl) -2- (3-methyl- 
l-oxobutyl)-4-(4-methyl-l-oxo-3-pentenyl)- (9CI) (CA INDEX NAME) 




CH2-CH=CMe2 



RN 58501-77-2 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl) -4- (4-methyl- 
l-oxo-3-pentenyl)-2- (2-methyl-l-oxopropyl) (4R, 5R)-rel- (9CI) (CA' 
INDEX NAME) 

Relative stereochemistry. 




RN 68107-76-6 CAPLUS 



Searcher : Shears 571-272-2528 



PCT/06216 



CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl) -2- (2-methyl- 
l-oxobutyl)-4-(4-methyl-l-oxo-3-pentenyl)-, (4R,5R)-rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
Currently available stereo shown. 




RN 68127-23-1 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl) -4- (4-methyl- 
l-oxo-3-pentenyl) -2- (2-methyl-l-oxopropyl ) -, (4R, 5S) -rel- (9CI ) (CA 
INDEX NAME) 

. Relative stereochemistry. 




RN 96614-01-6 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl ) -2- (2-methyl- 
1-oxobutyl ) -4- ( 4-methyl-l-oxo-3-pentenyl ) -, ( 4R f 5S ) -rel- ( 9CI ) ( CA 
INDEX NAME) 

Relative stereochemistry. 
Currently available stereo shown. 
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OTHER SOURCE (S) 
AB 



MARPAT 141:33790 
A natural formulation of compds . for the modulation of 
inflammation is disclosed. The formulation would also inhibit 
expression of COX-2, inhibit synthesis of prostaglandins selectively 
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in target cells , and inhibit inflammatory response 
selectively in target cells. The compns . contain at least one 
fraction isolated or derived from hops. 
IT 25269-20-9/ Isocohumulone 25422-83-7, Isoadhumulone 
25522-96-7/ Isohumulone 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

, (hops fractions and derivs . for modulation of inflammation 
) 

RN 25269-20-9 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- ( 3-methyl-2-butenyl ) -4- ( 4-methyl- 
l-oxo-3-pentenyl)-2-(2-methyl-l-oxopropyl)- (9CI) (CA INDEX NAME) 



RN 25422-83-7 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- (3-methyl-2-butenyl ) -2- (2-methyl- 
l-oxobutyl)-4-(4-methyl-l-oxo-3-pentenyl)- (9CI) (CA INDEX NAME) 



Me O ?H ,9 



RN 25522-96-7 CAPLUS 

CN 2-Cyclopenten-l-one, 3, 4-dihydroxy-5- ( 3-methyl-2-butenyl ) -2- (3-methyl- 
l-oxobutyl)-4-(4-methyl-l-oxo-3-pentenyl)- (9CI) (CA INDEX NAME) 




O 



CH2~CH= CMe2 




O 



CH2~CH= CMe2 




O 



CH2- Ctt 



CMe2 
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AB A natural formulation of compds . for modulating inflammation 

is disclosed. The formulation would also inhibit expression of COX-2, 
inhibit synthesis of prostaglandins selectively in target cells, and 
inhibit inflammatory response selectively in target cells. 
The compns . contain at least one fraction isolated or derived from 
hops. Other embodiments disclose combinations of components, 
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An oral, parenteral, or topical formulation is provided that serves to 
inhibit the inflammatory response in animals, including 
humans. The formulation comprises, as a first component an effective 
amount of a curcuminoid species and an effective amount of a second 
component selected from the group consisting of a- or 

p-acid species or their derivs . The composition provides synergistic 

anti-inflammatory effects in response to phys . or chemical 

injury or abnormal immune stimulation due to a biol. agent or unknown 

etiol. For example, an oral formulation containing curcumin 15 mg/kg per 

day and humulone 6 mg/kg per day was administered to 

patients with early stage of colon cancer, with expectation of 

decreasing the tumor incidence with respect to control group. 
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A novel formulation is provided that serves to specifically inhibit 
the COX-2 mediated inflammatory response in animals. The 
formulation comprises comprising an effective amount of component I 
selected from the group consisting of alpha acids and beta acids and 
an effective amount of at least one component II selected from the group 
consisting of alpha acids, beta acids, essential oils, fats and waxes, 
with the proviso that component I and II are not the same compound The 
composition provides specific inhibition of cyclo-oxygenase-2 with little 
or no effect on cyclo-oxygenase-1 . Superior cyclo-oxygenase-2 
selectivity of QQ2 ho ps exts_._ compared to humi Ll^np shown. 
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AB A novel formulation is provided that serves to specifically inhibit 

the COX-2 mediated inflammatory response in animals. The 
formulation comprises comprising an effective amount of component I 
selected from the group consisting of alpha acids and beta acids and 
an effective amount of at least one component II selected from the 
group consisting of alpha acids, beta acids, essential oils, fats 
and waxes, with the proviso that component I and II are not the same 
compound. The composition provides specific inhibition of 
cyclooxygenase-2 with little or no effect on cyclooxygenase-1 . 
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AB The invention provides hops (Humulus lupulus) extracts or 

derivatives thereof for use in treating a patient 
prophylactically and/or therapeutically for 

ulcerogenic-type disorders of the stomach and/or intestines. The 
ulcerogenic disorders can be of the type chemically induced, 
environmentally-induced, inf ection-induced, and/or stress-induced. 
The invention also provides a pharmaceutical composition comprising 
an active amount of hops extracts or derivatives thereof, in 
combination with an analgesic compound and/or an anti- 
inflammatory compound. The invention further provides for 
use of hops extracts or derivatives thereof, significantly reducing 
and/or therapeutically treating ulcerogenic-type 
disorders of the stomach and/or intestines. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A natural formulation of compounds that would to modulate 

inflammation is disclosed. The formulation would also 
inhibit expression of COX-2, inhibit synthesis of prostaglandins 
selectively in target cells, and inhibit inflammatory 
response selectively in target cells. The compositions containing at 
least one fraction isolated or derived from hops. Other embodiments 
relate to combinations of components , including at least one 
fraction isolated or derived from hops, tryptanthrin and conjugates 
thereof, rosemary, an extract or compound derived from rosemary, a 
triterpene species, or a diterpene lactone or derivatives or 
conjugates thereof. 
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AB Disclosed is a novel anti-inflammatory pharmaceutical 

composition that exhibits potent and selective inhibition of the 
cycloooxygenase-2 (COX-2) enzyme. The formulation consists of a hops 
extract that exhibits COX-2 selectivity as defined by dividing the 
IC50 COX-2/IC50COX-1 concentrations that are determined by testing 
with the William Harvey Whole Blood Assay (WHMA) , and falls in the 
range of 0.011 to 0.2. Such compositions may also optionally contain 
high levels of alpha acids and low levels of beta acids, some 
flavonoid compounds, and virtually no essential oils. Such 
compositions are useful for treating conditions that 
manifest as inflammatory pain, or are impacted by the 
COX-2 enzyme. The recited compositions are particularly beneficial 
for treating osteoarthritis and rheumatoid arthritis, and 
can be used for chronic pain with reduced gastric side-effects. 
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AB A natural formulation of compounds that would to modulate 

inflammation is disclosed. The formulation would also 
inhibit expression of COX-2, inhibit synthesis of prostaglandins 
selectively in target cells, and inhibit inflammatory 
response selectively in target cells. The compositions containing at 
least one fraction isolated or derived from hops. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L15 ANSWER 6 OF 
ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) 



10 US PAT FULL on STN 

2004 : 113741 USPATFULL 

Synergistic compositions that treat or 

inhibit pathological conditions associated with 

inflammatory response 

Tripp, Matthew L., Gig Harbor, WA, UNITED STATES 
Babish, John G. , Brooktondale, NY, UNITED STATES 
Bland, Jeffrey S., Fox Island, WA, UNITED STATES 
Darland, Gary K., Gig Harbor, WA, UNITED STATES 
Lerman, Robert, Gig Harbor, WA, UNITED STATES 
Lukaczer, Daniel O., Gig Harbor, WA, UNITED STATES 
Liska, DeAnn J., Tacoma, WA, UNITED STATES 
Howell, Terrence, Lansing, NY, UNITED STATES 



PATENT INFORMATION: 



NUMBER 



KIND 



DATE 



US 2004086580 



Al 20040506 



Searcher 



Shears 



571-272-2528 



PCT/06216 



APPLICATION INFO. : 
RELATED APPLN. INFO. 



US 2003-464410 Al 20030618 (10) 

Continuation-in-part of Ser. No. US 2003-400293, 
filed on 26 Mar 2003, ABANDONED 

Continuation-in-part of Ser. No. US 2003-401283, 
filed on 26 Mar 2003, ABANDONED 



NUMBER 



DATE 



20030225 
20021021 



(60) 
(60) 



US 2003-450237P 
US 2002-420383P 
Utility 
APPLICATION 

KNOBBE MARTENS OLSON & BEAR LLP, 2040 MAIN STREET, 

FOURTEENTH FLOOR, IRVINE, .CA, 92614 

115 

1 

8 Drawing Page(s) 
3051 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A natural formulation of compounds that would to modulate 

inflammation is disclosed. The formulation would also 
inhibit expression of COX-2, inhibit synthesis of prostaglandins 
selectively in target cells, and inhibit inflammatory 
response selectively in target cells. The compositions containing at 
least one fraction isolated or derived from hops. Other embodiments 
relate to combinations of components, including at least one 
fraction isolated or derived from hops, tryptanthrin and conjugates 
thereof, rosemary, an extract or compound derived from rosemary, a 
triterpene species, or a diterpene lactone or derivatives or 
conjugates thereof. 
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AB A novel formulation is provided that serves to specifically inhibit 

the COX-2 mediated inflammation response in animals. The 
formulation comprises comprising an effective amount of component I 
selected from the group consisting of alpha acids and beta acids and 
an effective amount of at least one component II selected from the 
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group consisting of alpha acids, beta acids, essential oils, fats 
and waxes, with the proviso that component I and II are not the same 
compound. The composition provides specific inhibition of 
cyclooxygenase-2 with little or no effect on cyclooxygenase-1 . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A novel formulation is provided that serves to inhibit the 

inflammatory response in animals. The formulation comprises, . 
as a first component an effective amount of a curcuminoid species 
and an effective amount of a second component selected from the 
group consisting of an alpha-acid species or a beta-acid species or 
derivatives thereof. The composition provides synergistic anti- 
inflammatory effects in response to physical or chemical 
injury or abnormal immune stimulation due to a biological agent or 
unknown etiology. 
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AB A novel formulation is provided that serves to specifically inhibit 

the COX-2 mediated inflammatory response in animals. The 
formulation comprises comprising an effective amount of component I 
selected from the group consisting of alpha acids and beta acids and 
an effective amount of at least one component II selected from the 
group consisting of alpha acids, beta acids, essential oils, fats 
and waxes, with the proviso that component I and II are not the same 
compound. The composition provides specific inhibition of 
cyclooxygenase-2 with little or no effect on cyclooxygenase-1 . 
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which comprises as an active ingredient an effective amount of one 
or more compounds selected from the-group comprising humulone, 
cohumulone, adhumulone, isohumulone, isocohumulone and isoadhumulone 
in combination with a pharmaceutically acceptable carrier or 
excipient. Humulone, cohumulone, adhumulone are the compounds 
belonging to a acids which are an ingredient extracted from 
hops, whilst isohumulone, isocohumulone and isoadhumulone are the 
compounds belonging to iso a acid derivatives which are 
isomers of a acids. 

The above described compounds have a bone resorption inhibiting 
activity and are useful for treating osteoporosis. 
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The invention provides hops ( Humulus lupulus ) exts . or derivs. 
thereof, such as humulone, cohumulone, adhumulone, isohumulone, etc., 
for use in treating a patient prophylactically and/or therapeutically 
for ulcerogenic-type disorders of the stomach and/or intestines. The 
ulcerogenic disorders can be induced chemical, environmentally, by 
infection, and/or by stress. The invention also provides a 
pharmaceutical composition comprising an active amount of hops exts. or 
derivs. thereof, in combination with an analgesic compound and/or an 
anti-inflammatory compound The invention further provides for use of 
hops exts. or derivs. thereof, significantly reducing and/or 
therapeutically treating ulcerogenic-type disorders of the stomach 
and/or intestines. For example, the hop preparation Redihop containing 
rho-iso-ot-acids when combined with NSAIDs (ibuprofen and 
aspirin) not only attenuated the gastropathy of NSAIDs by decreasing 
an inhibition of PGE2 synthesis in AGS human gastric mucosal cells, 
but also increased therapeutic indexes of both ibuprofen and aspirin. 
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AB A natural formulation of compds . that would to modulate inflammation 

is disclosed. The formulation would also inhibit expression of COX-2, 
inhibit synthesis of prostaglandins selectively in target cells, and 
inhibit inflammatory response selectively in target cells. The 
compns . containing at least one fraction isolated or derived from hops. 
Other embodiments relate to combinations of components , including at 
least one fraction isolated or derived from hops, tryptanthrin and 
conjugates thereof, rosemary, an extract or compound derived from rosemary, 
a triterpene species, or a diterpene lactone or derivs. or conjugates 
thereof. For example, an oral dietary supplement containing 
isocohumulone", dihydroadhumulone, tetrahydroisocohumulone, 
hexahydroisohumulone from rosemary was found to be able to 
normalization the joint function after two to ten doses. 
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AB A natural formulation of compds . that would modulate inflammation is 
disclosed. The formulation would also inhibit expression of COX-2, 
inhibit synthesis of prostaglandins selectively in target cells, and 
inhibit inflammatory response selectively in target cells. The 
compns. contains at least one fraction isolated or derived from hops. 
Other embodiments relate to combinations of components, including at 
least one fraction isolated or derived from hops, tryptanthrin and 
conjugates thereof, rosemary, an extract or compound derived from rosemary, 
a triterpene species, or a diterpene lactone or derivs . or conjugates 
thereof. For example, a synergistic inhibition of PGE2 synthesis in 
. target cells by hop C02 extract containing 30 to 60% alpha-acids and 15 to 
45% beta-acids in combination with triterpenoids oleanolic acid and 
ursolic acid was exhibited. 
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AB A natural formulation of compels, for modulating inflammation is 

disclosed. The formulation would also inhibit expression of COX-2, 
inhibit synthesis of prostaglandins selectively in target cells, and 
inhibit inflammatory response selectively in target cells. The 
compns. contain at least one fraction isolated or derived from hops. 
Other embodiments disclose combinations of components, including at 
least one fraction isolated or derived from hops, tryptanthrin and 
conjugates thereof, rosemary, an extract or compound derived from rosemary, 
a triterpene species, or a diterpene lactone or derivs . or conjugates • 
thereof. 
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APPLICATION DETAILS: 

PATENT NO KIND 
WO 2004064818 Al 



APPLICATION 
WO 2004-JP324 



DATE 

20040116 



PRIORITY APPLN. INFO: JP 2003-392602 20031121; JP 

2003-9644 20030117 
AN 2004-571617 [55] WPIDS 
AB WO2004064818 A UPAB: 20040826 

NOVELTY - A composition for hypertension, contains iso 
humulones or hop extract and/or isomerized hop extract as an 
active ingredient. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) a method for treating, preventing or 

improving hypertension, blood vessel flexibility, vascular-endothelial 
function and vasodilation or blood flow promotion, which involves 
administering iso humulones or hop extract 
and/or isomerized hop extract; and 

(2) use of iso humulones or hop extract 

and/or isomerized hop extract for the manufacture of composition for 
treating, preventing or improving hypertension, 
blood vessel flexibility, vascular-endothelial function and 
vasodilation or blood flow promotion. 

ACTIVITY - Hypotensive; Vasotropic; Hepatropic; 
Antiarterioscl erotic. 

20 Men and women (43-65 years old) having systolic pressure of 
103-158 mmHg and fasting blood glucose level of 110-146 mg/dl were 
divided into two groups. The test group was administered 
twice daily with capsule containing hop extract. The control group was 
administered with placebo. After 12 weeks, the blood sampling 
and blood pressure measurement were performed. The result showed that 
the hop extract had significant effect in reducing systolic pressure 
and fasting blood glucose level when compared to the control. 

MECHANISM OF ACTION - None Given. 

USE - The composition is useful as foodstuffs such as 
non-alcoholic drinks e.g. tea beverage, health food, functional food 
and food for treating specified health condition for 
treating, preventing or improving hypertension, 



Searcher : Shears 571-272-2528 
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blood vessel flexibility, vascular-endothelial function, vasodilation 
or blood flow promotion (claimed), hepatopathy and arteriosclerosis. 

ADVANTAGE - The composition is safe and has excellent 
antihypertensive effect. 

DESCRIPTION OF DRAWING (S) - The figure shows a graph representing 
the effect of iso huraulones with respect to rat 

aorta sample contracted by 80 mM potassium chloride. (Drawing includes 
non- English language text) . 
Dwg. 1/5 
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Composition used for treating e.g. 
inflammation, ophthalmic diseases and nervous 
system disorders, comprises fraction isolated or 
derived from hops and e.g. rosemary, compound or 
extract derived from rosemary and/or triterpine 
species . 
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DARLAND, G K 

(META-N) METAPROTEOMICS LLC; (WMSG-N) WMS GAMING INC; 
(BABI-I) BABISH J G; (BLAN-I) BLAND J S; (DARL-I) 
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AB WO2004037180 A UPAB: 20041206 

NOVELTY - Composition (A) comprises a fraction (C) isolated or derived 
from hops and a second component comprising at least one of rosemary, 
a compound derived from rosemary, an extract derived from rosemary, a 
triterpine species, a diterpine lactose species or tryptanthrin . 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for 
determining potential gastrointestinal toxicity of an 
antiinflammatory agent which comprises : 

(a) contacting an AGS gastric mucosal cell with an 
antiinflammatory agent; 

(b) contacting a target inflammatory cell with the 
antiinflammatory agent; 

(c) determining the IC50 of prostaglandin E2 (PGE2) expression 
for the inflammatory agent in each AGS cell and the target 
inflammatory cell, and 

(d) determining the ratio of the IC50 value of the AGS cell to 
the IC50 value of the target inflammatory cell, where a 

ratio of greater than 1 indicates decreased potential gastrointestinal 
toxicity and of less than 1 indicates increased potential 
gastrointestinal toxicity. 

ACTIVITY - Antiinflammatory; Antiarthritic; Cytostatic; 
Anti-HIV; Antiasthmatic; Anorectic; Ophthalmological; Gynecological; 
Dermatological; Gastrointestinal-Gen. ; Antiallergic; Neuroprotective; 
Immunosuppressive; Antibacterial; Respiratory-Gen. ; CNS-Gen; 
Antiarteriosclerotic; Virucide; Osteopathic. 

MECHANISM OF ACTION - COX-2 modulator; COX-2 gene inhibitor; 
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Prostaglandin synthesis inhibitor. 

Tests are described, but no suitable results are given. 

USE - Used for treating conditions associated with 
tissue-specific activation of inflammation/ particularly 
inflammation, inflammation-associated disorders, 

arthritis, asthma, bronchitis, menstrual cramps, tendonitis, bursitis, 
skin-related conditions, gastrointestinal conditions, cancer, 
ophthalmic diseases, pulmonary inflammation, nervous system 
disorders, allergic rhinitis, respiratory distress syndrome, endotoxin 
shock syndrome, atherosclerosis and central nervous damage, HIV-1 
replication, cold or flu, and obesity and for modulating nuclear 
factor (NF)-KB in cells not associated with bone resorption, treating 
pathological conditions other than osteoporosis associated with tissue 
specific activation of NF-KB and modulating the inflammatory 
response in cells (all claimed) . 
Dwg.0/11 
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Composition, useful to reduce gastric toxicity and 
gastroenteropathy, comprises fraction isolated or 
derived from hops and non-aspirin, non-steroidal 
anti-inflammatory compounds . 
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US2004219240 A UPAB: 20041206 

NOVELTY - Composition (A) , comprises fraction isolated or derived from 
hops (I) and non-aspirin, non-steroidal anti -inflammatory 
compounds (II) . 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is als.o included _fo r 

a compositj^i^rornr>B^ ^^^^^ ^^^^^^^ ^^^^ ^ 

nofr-s^e^foiSal anti-inf lammatory compound (Bl) . 

ACTIVITY - Antiinflammatory; Gastrointestinal-Gen.; 
Antiulcer. 

MECHANISM OF ACTION - Cyclooxygenase inhibitor. 

USE - Composition (A) is useful to reduce gastric toxicity 
associated with (Bl) . (A) is also useful to reduce gastroenteropathy 
involves ulceration where ulceration is induced through food, herb, 
bacteria, fungi or drug (all claimed) . 

ADVANTAGE - Fraction (I) reduces gastric toxicity associated with 
the non-steroidal anti-inf lammatory compounds; and increases 
the effect of non-steroidal anti-inf lammatory drugs on 
inflammatory and target cells. (I) further increases the 
therapeutic index for non-steroidal anti-inf lammatory 
drugs . 

The influence of Genus A and Genus B hops derivates on gastric 
damage caused by the administration of nonsteroidal anti- 
Inflammatory drugs was assessed in rats. The results showed 
substantial inhibition of nonsteroidal anti-inf lammatory 
drugs-induced gastric damage in rats. 
Dwg. 0/20 
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APPLICATION 
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NOVELTY - A composition con){>^s«s-=-a^op's^ William Harvey 

whole blood assay (WHMA) IC50 cyclooxygenase-2/IC50 cyclooxygenase-1 
ratio of 0.011. 

ACTIVITY - Analgesic; An£iinfJaunm^^ 
Antiarthritic; Antirheumatic; Gynecological; Antipsoriatic . 

MECHANISM OF ACTION - Cyclooxygenase-2 inhibitor. Hops extract 
containing (weight%) : alpha acids (88), beta acids (3.2), iso- alpha 
acids (3) was dissolved in dimethyl sulfoxide, and tested for 
COX-2/COX-1 inhibitory activity according to William Harvey whole 
blood assay. Ibuprofen was used as control. The results showed that 
the hop extract exhibited selectivity for COX-2 with an IC50 ( mu M) 
of 1.4 as compared to 20 of the control. 

USE - For reducing inflammation and treating 
inflammatory pain in warm-blooded animals (claimed) . Also 
useful in the treatment of disease impacted by cyclooxygenase-2 or a 
disease that manifests in the up-regulation or induction of 
cyclooxygenase-2 e.g. osteoarthritis, rheumatoid arthritis, 
dysmenorrhea and psoriasis. 

ADVANTAGE - The composition is void of essential oils, myrcene, 
beta -caryophylene, undecan-2-one and 2-methylbut-3-enol . The hops 
extract has William Harvey whole blood assay (WHMA) IC50 
cyclooxygenase-2/IC50 cyclooxygenase-1 ratio of 0.011 - 0.20 
(preferably 0.02 - 0.05, especially 0.013 - 0.05, particularly 0.02 - 
0.033). The composition treats inflammatory pains with 
reduced gastrointestinal and cardiovascular side effects. 
Dwg. 0/0 
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FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200410 

ENTRY DATE: Entered STN: 20040820 

Last Updated on STN: 20041026 
Entered Medline: 20041025 

AB The peroxisome prolif erator-activated receptors (PPARs) are dietary 
lipid sensors that regulate fatty acid and carbohydrate metabolism. 
The hypolipidemic effects of fibrate drugs and the therapeutic 
benefits of the thiazolidinedione drugs are due to their activation of 
PPARalpha and -gamma , respectively. In this study , 
isohumulones/ the bitter compounds derived from hops that are 
present in beer, were found to activate PPARalpha and -gamma in 
transient co-transf ection studies. Among the three major 
isohumulone homologs, isohumulone and 

isocohumulone were found to activate PPARalpha and -gamma. 
Diabetic KK-Ay mice that were treated with 
isohumulones (isohumulone and isocohumulone 

) showed reduced plasma glucose, triglyceride, and free fatty acid 
levels (65.3, 62.6, and 73.1%, respectively, for isohumulone 
) ; similar reductions were found following treatment with 
the thiazolidinedione drug, pioglitazone . Isohumulone 
treatment did not result in significant body weight gain, 
although pioglitazone treatment did increase body weight 
(10.6% increase versus control group). C57BL/6N mice fed a high fat 
diet that were treated with isohumulones showed 
improved glucose tolerance and reduced insulin resistance. 
Furthermore, these animals showed increased liver fatty acid oxidation 
and a decrease in size and an increase in apoptosis of their 
hypertrophic adipocytes. A double-blind, placebo-controlled pilot 
study for studying the effect of isohumulones on diabetes 
suggested that isohumulones significantly decreased blood 
glucose and hemoglobin Ale levels after 8 weeks (by 10.1 and 6.4%, 
respectively, versus week 0) . These results suggest that 
isohumulones can improve insulin sensitivity in high fat 
diet-fed mice with insulin resistance and in patients with type 2 
diabetes . 
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AB WO2003068205 A UPAB: 20031009 

NOVELTY - Agents for treating, preventing or 

ameliorating diseases comprise a peroxisome prolif erator-activator 
receptor activator selected from ketone compounds (I) - (V) or their 
salts or solvates, a hop extract or a modified hop extract. 

DETAILED DESCRIPTION - Agents for treating, 
preventing or ameliorating diseases comprise a peroxisome 
proliferator-activator receptor activator selected from ketone 
compounds of formula (I) - (V) or their salts or solvates, a hop 
extract or a modified hop extract. 

Rl, R2, R10, R19 = 1-6C alkyl or 2-6C alkenyl; 

R3, R4 = OH, 1-6C alkyl or 2-6C alkenyl; 

R5 - R7, Rll, R12, R16 - R18 = H, 1-6C alkyl or 2-6C alkenyl; 
R8, R9 = H, OH, 1-6C alkyl, 2-6C alkenyl, COR10 or CH(OH)R10; 
R13, R14 = OH, 1-6C alkyl, 2-6C alkenyl, COR10 or CH(OH)R10; and 
provided that Rl and R2, R8 and R9 and R13 and R14 are not both 

OH. 

An INDEPENDENT CLAIM is also included for foods containing the 
agents . 

ACTIVITY - Anorectic; Antidiabetic; Antilipemic. 

In tests, administration of isohumulone at 
0.5 weight* in the diet of C57BL/6 mice fed a high fat diet, 
significantly (by at least 5%) reduced blood cholesterol levels from 2 
weeks . 
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MECHANISM OF ACTION - PPAR-Agonist . 

USE - As peroxisome prolif erator-activator receptor activators 
for treating and preventing diabetes (e.g. insulin 
resistant diabetes), diabetic complications , lipid metabolism 
disorders, hyperlipemia, lowered insulin tolerance, obesity and weight 
gain. 

ADVANTAGE - The agents are safe and can be administered 
in foods . 
Dwg.0/71 
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NOVELTY - A composition comprises: 

(a) curcuminoid species; and 

(b) alpha -acid and/or beta -acid or their derivatives. 
ACTIVITY - Analgesic; Antipyretic; Antimigraine; Vasotropic; 

Antiinflammatory; Antithyroid; Antianemic; Cytostatic; 
Dermatological; Antidiabetic; Neuroprotective; Respiratory-Gen. ; 
Cardiant; Antirheumatic; Antiarthritic; Immunosuppressive; 
Antiasthmatic; Antipsoriatic; Vulnerary; Gastrointestinal-Gen.; 
Antiulcer; Ophthalmological; Virucide; Nootropic; Antiallergic; 
Antiarteriosclerotic; Tranquilizer. 

MECHANISM OF ACTION - Inflammatory response inhibitor; 
Cyclooxygenase-2 (COX-2) enzyme inhibitor. 

The inhibition of COX-2 enzyme producing prostaglandin (PGE2) by 
a formulation (A) comprising curcumin and Hops extract (1:10) was 
determined in RAW 267.7 cells. (A) showed an IC50 value of 0.4 90 micro 
g/ml . 

USE - The composition is useful for the preparation of a 
medicament for treating inflammation or inflammation 

-based diseases, and for reducing the symptoms of osteoarthritis (all 
claimed) . It is also useful for treating pain, headache, fever, 
vascular disease, migraine headache, periarteritis nodosa, 
thyroiditis, aplastic anemia, Hodgkin ' s disease, scleroderma, 
rheumatic fever, type I diabetes, myasthenia gravis, multiple 
sclerosis, sarcoidosis, nephritic syndrome, Behcet's syndrome, 
polymyositis, gingivitis, hypersensitivity, swelling occurring after 
injury, myocardial ischemia, arthritis, rheumatoid arthritis, 
spondylothopathies, gouty arthritis, systemic lupus erythematosus, 
juvenile arthritis, asthma, bronchitis, menstrual cramps, tendonitis, 
bursitis, psoriasis, eczema, burns, dermatitis, inflammatory 
bowel disease, Crohn's disease, gastritis, irritable bowel syndrome, 
ulcerative colitis, cancer, retinopathy, conjunctivitis, uveitis, 
ocular photophobia, acute injury to the eye tissue, viral infection, 
cystic fibrosis, Alzheimer's disease, allergic rhinitis, respiratory 
distress syndrome, endotoxin shock syndrome, atherosclerosis, central 
nervous system damage resulting from stroke, ischemia and trauma. 

ADVANTAGE - The composition exhibits synergistic effect to 
inhibit the inducibility and/or activity of inducible cyclooxygenase-2 
with little or no significant effect on constitutive cyclooxygenase-1 . 
Dwg. 0/3 
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NOVELTY - A composition (I) comprises an alpha -acid (a) and a beta 
-acid (b) . 
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DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for 
a method of dietary supplementation comprising administering 
(I) to provide 0.01 - 100 mg/kg/day of each (a) and (b) . 

ACTIVITY - Antiinflammatory; Analgesic; Antirheumatic; 
Antiarthritic; Osteopathic; Dermatological ; Immunosuppressive; 
Antiasthmatic; Gynecological; Antipsoriatic; Antiulcer; Cytostatic; 
Antimigraine; Vasotropic; Antithyroid; Antidiabetic; Neuroprotective; 
Ophthalmological ; Virucide . 

MECHANISM OF ACTION - Cyclooxygenase-2 (COX-2) inhibitor. 

RAW 264.7 cells were grown in Dulbecco's modified Eagle medium 
(DMEM), and plated in 96-well tissue culture plate having growth 
medium (0.2 ml). After 6-8 hours, the growth medium (100 mu 1) was 
removed and replaced with fresh medium. A solution of 

lipopolysaccharide (LPS) (1 mg/ml) was used to induce the expression 
of COX-2. On day 2, iiquid C02 extract of varying concentration was 
added to the medium without fetal bovine serum (FBS) (1 ml) and placed 
in an. incubator for 10 minutes to equilibrate. The medium (100 mu 1) 
was removed from each well of the cell plates prepared on day one, and 
a composition (test solution) (100 mu 1), prepared on day two, was 
added to the cells and incubated for 90 minutes. 

LPS in dimethylsulfoxide (DMSO) without FBS was prepared by 
adding 1 mg/ml DMSO (44 mu 1) to the medium (10 ml) . For each well of 
cells to be stimulated, LPS (20 mu 1) was added and incubated for 24 
hours. On day 3 the appearance of the cells was observed and 
prostaglandin E2 (PGE2) amount was determined. The ability of the test 
material to inhibit COX-1 synthesis of PGE2 was determined as 
described by Noreen, Y. , et al (J. Nat. Prod. 61, 2-7, 1998). The 
medium inhibitory concentration of COX-2 inhibition by the C02 extract 
of hops in the RAW 2 64.7 cell model was 0.024 mu g/ml and for COX-l of 
PGE2 was 25.5 mu g/ml. Thus a COX-l/COX-2 specificity of 106 was 
observed. 

USE - As dietary supplementation in a patient suffering from 
symptoms of inflammation (claimed) or inflammation 

-associated disorders such as pain, headaches, off ever, arthritis 
(including rheumatoid arthritis, spondyloathopathies , gouty arthritis, 
osteoarthritis, systemic lupus erythematosus and juvenile arthritis), 
asthma, bronchitis, menstrual cramps, tendonitis, bursitis, and skin 
related conditions (such as psoriasis, eczema, burns, dermatitis), 
gastrointestinal conditions (such as inflammatory bowel 
disease, Crohn's disease, gastritis, irritable bowel syndrome and 
ulcerative colitis), cancer (such as colorectal cancer), vascular 
diseases, migraine headaches, periarteritis nodosa, thyroiditis, 
aplastic anemia, Hodgkin's disease, scleroderma, rheumatic fever, type 
I diabetes, myasthenia gravis, multiple sclerosis, sarcoidosis, 
nephrotic syndrome, Behcet's syndrome, polymyositis, gingivitis, 
hypersensitivity, swelling occurring after injury and myocardial 
ischemia and ophthalmic diseases (such as retinopathies, 
conjunctivitis, uveitis, ocular photophobia) and acute injury to the 
eye tissue; and also for the treatment of pulmonary 
inflammation (such as viral infections and cystic fibrosis) . 

ADVANTAGE - (I) Specifically inhibits or prevents the 
expression of COX-2 enzymatic activity, while having minimal or no 
effect on COX-1 metabolism, and therefore it can be used at low doses 
or at current clinical doses with no adverse effects. 
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A compsn. for treating osteoporosis comprises as active 

ingredient humulone, cohumulone, adhumulone, isohumulone, 

isocohumulone and/or isoadhumulone, with a 

pharmaceutically acceptable carrier or excipient. 

USE - The alpha acids and iso-.alpha acid derivs. are contained in 

hop extracts, and have strong inhibitory activity against bone 

resorption. 

Dwg. 0/0 

ABEQ US 5604263 A UPAB: 19970326 

Treating osteoporosis comprises administering a 
compsn. contg., as an active ingredient, one or more of humulone, 
cohumulone, adhumulone, isohumulone/ isocohumulone 
and isoadhumulone . 
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